Delayed senescence in C. elegans is controlled by an insulin receptor-like gene which regulates both reproductive development and metabolism in a manner similar to the corresponding mammalian pathway. However, despite the large number of insulin-like ligands in C. elegans, only one insulin receptor-like protein has been identified. Sequence profile searches were used to identify a new family of putative insulin receptor-like proteins specific to C. elegans. These extracellular proteins contain an atypical ligand-binding domain and lack the cytoplasmic protein kinase domain.
. The newly identified proteins were used as starting points in additional PSI-BLAST searches and rounded up a divergent family of 56 nematode proteins. Overall, all proteins in this family are similar to α chains of mammalian insulin receptors and related proteins, such as ectopic domains of the type-1 insulin-like growth factor receptor (IGF-R1) and epidermal growth factor receptor ( Figure 1A ). One notable difference is that nematode proteins contain the equivalent of two full L-domains (L1 and L2), while the intervening Cys-rich region is much shorter and contains only two conserved cysteines. Crystal structure of the three ectopic domains (L1-Cys-rich-L2) of IGF-R1 showed that L-domains fold as right-handed β-helices, whereas the furin-like Cys-rich domain is composed of eight disulphidebonded segments [10] . The predicted secondary structure [11] of identified receptors agrees well with secondary structure elements from this crystal structure (data not shown). Interestingly, no sequence homologs of these proteins were detected in D. melanogaster, despite similarities in insulin signaling networks between nematodes and flies [12, 13] .
All identified proteins were compared with the public databases to find out if they contain any other known domains.
Most proteins matched PFAM database [14] entry PF01859, which is annotated as a domain of unknown function. In addition, some of the tested proteins were found to share a smaller domain when compared with the ProDom database [15] . Parts of the sequences corresponding to this domain were taken out and Gibbs motif sampling [16] was used to extract the most conserved parts. Subsequently, the protein database was scanned with these conserved motifs, showing that this domain is present exclusively in about half the nematode proteins described above, either in one or two copies ( Figure 1B) . According to the secondary structure prediction [11] 
